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Identification of a novel tumor-associated protein in gliomagenesis and chemicals
targeting its function.
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In the current project, using mouse model (Tp53 and Nfl loss), which
spontaneously develops proneural GBM, we found that a certain specific gene locus is commonly (100%)
amplified in multiple mice (n=5). In addition, although HWMT-1 is not located in the amplified locus, it
was overexpressed from early stage of gliomagenesis in this model. Intriguingly, among the genes located
in commonly amplified locus, we identified HMT-2, which forms aberrant complex with HMT-1 in the tumor
cells. Inhibition of HMT-1 and/or HMT-2 by a small molecules or siRNA system efficiently suppressed the
tumor growth both in vitro and in vivo. Our data indicate that targetin? these molecules (HMT-1 and
HMT-2) may be a novel and potent therapeutic strategy for GBMs, especially proneural subtype.
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